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mm^^ mmm 
m^m 1 ] TiH-M^ [I] 




% j:v^T;l/^3rt/t)b<^ir U g^S$:^bTVNT=b 
i:VNT;i'^;V%b<iiTU -;i/5^5r:^7;i/JK-;i/». ttm«$:^bTV^T*)c^:V^T 
^ 7;tj;i/3fC-;i/«, S^a$:;tbTVNT*;J:v^T;i/^;i't>b<liTU-;^7.;i/3j^ 
€glS^^bTVNTt)J:VAT;i/ndr^>;i/a, gila$:/tbrv^T%J:V^ 

5,6feS V^lj:?^) e> t;(cS^a®g^tt^ti^tiim b-e%M^o r V^T % J: < 
. tK^M^. S^a$:;tbTV^T=fe;<fcV^T;l/^;I/S, g^S$:^bTV^T%<^:V^ 



ffiliE#^ 11-3017503 




g^^L 10-162118^ 

fi^s%^tTv^-c=fcJ:v^7;l/^;^*JL<^iry->n/^:rs, t^K 

l/>f 5 tTfF^^tieJ^i^fe^^i^^^^STJKh- 
mW^^ (spinal muscular artophy, SMA) , ^g^ffifH^SftiSE (ALS) , /N' 

m^-^ 3 ] ±ffi-« [I] xm.-^t\.h fcf > F u i/-f ^ 
m^E % fflJfO-r z: 2: ic J: e ^ R& t tt?&i^^c 

5 ] ±13-^^ [I] X%^M M^^y^ U l/>f ^ K^^frt it 
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1 



it^(Dmmii vxm^^^tiz) ^^^mmm^ n-t ^mi^^:^&^^mmm (aids 
) izM-t^. mwir£Tmm<D^^m-t^^iiizji^m'^o)mn<D^m^t^itm 

r^it.'t(Dmmiivxm^-^ti-^^m.^ tt^ ^mi^m&mjiemm (toxi 

c epidermal necrolysis, TEN), ^m-mm^m.m:f3:E(D0km^&mmB^^%^m 

rjt^mzmm}im^Rm (gvh) izM-t^. mmjE^nM-t^^}iizj:^&v^<D 
r^it'^0^mtLxffm^ti-z)^m^mmm.'&t-t^miskmzM-t^. mmje^ 



£BitE#^ 11-3017503 




10-16211 8( 
^ JPM t -5 r i: {c J; ^ ii^T ® ^ 1^ * 



[0 0 0 1] 
[0 0 0 2] 
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i:^oT#fc (Science, 267^, 1456M, 1995^) „ TjK h - i/X il li. ^iJBg*^ 

) ^^DVf^^^^. (2) m^/K (3) hf>^^ 

. (4) ^©mmb. (5) TJKh-i/:;^/jN^*:(Z)?^^. (6) DMOmiiit. ( 

[0 0 0 3] 

MAli, r)\yV/\^^-m (Bio Science MM^-T^^U- : TJKh-i>>^/|| 
^ m^^Srjflff, 168M, 1996^) . mm^'^mm^ (spinal muscular artophy, SM 
A) (Bio Science MM^-r>r^U- : TiK h - i/^/Hj^g^gW, 173K, 19 
96^) , mmm'^mmmm (ALS) (Bio science ffiM^-f:/^';- : T^Kh 
-$/:^/limE^B[Iflff, 176H, 1996^) , A-^>y>5^ (J. Neurochem., 69 
m, 1612H, 1997^) , J\y^yVy^ (J. Neurosci., 15#, 3775K, 1995^ 
) > HMfe^^'l^jg^^F^lt (Bio Science MM^-Y>^9U- : T3Kh-^>>^/ 

mm^mm, i96m, 1996^) , /jn^^^, m&%^n^rj:E(ommM^^m 

(Progress in Drug Research, 48#, 55M, 1997^) , ~ (J. 

Clinical Investigation, 99#, 2745K, 1997^) . fw^tti^lC<fc SMjfefe J: 
t>*^0m®MI§'f4#^MflS^ (DND) (Bio Science ffifg^^^T^U- : T^h 

~iy7./mm^mm, iso, i82m, 1996^) . jL^mm.m^\z^^m.ik^^hmm 



fflsEi^¥ 11-3017503 
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^xft*gvO]^3E (Bio Science ^^^-Tt/vU- : T^K h - $/X/||l^g^gW 
, 198K, 1996^, J&^tl^^, 7^, 357, 364, 370H, 1997^) , T;1/3-;1/ 
^M-^'P'^^Jiy^^M^k (Bio Science Mfg^^r^^U- : 75i< h - S/X/H!^ 

E^sow, 190H, 1996^) , ^mii^m^'^^ik^mmmmm^o^^mB mo 

Science MM^-f:/^^- : 7 b - 192K, 1996^) , 

(AIDS) (Bio Science Mm^^^^V- : T^^h-i/T. 

/m^m^mm, isen, 1996^, jskw^- '^^-m^, 2m, 432M, 1997^) , 
# f^m^m&mjemm (ten), ^mmm^^^^^^i^o^k&^&mmB'pm^&^j^^ 

XfiZ^mJi^^RJ^ (GVH) (Bio Science M^9>r:/9U- : TiKh-^7./|| 
i^g^SW, 194M, 1996^) , :^i^\Z\tMMmm (Bio Science mm^^Zf 
=7^)- '.r-^^V-^^7./m^Umm, 160K, 1996^) ^m^MlCj:€>i!lf^^ 
(Bio Science : T^K h - i/X/HI^E^SW, 162H, 1996 

^) , fifelfilS (Critical Care Medicine, 25^, 1298H, 1997^) . S^^^tt 
^jfilJ^if®#ffi^?^fi&3£ (Leukemia, 7#, 144M, 1993^) , -f >X U ^■fiic^'tt 
(Diabetes, 44il, 733H, 1995^) , ^ D >f 7 x;i/ h • •Y=i:/^:&if 
0:/U/f>;^ (J. Neural Transmission. Supplementum, 50#, 19lMi 1997^ 

M^T^^■&z:i:;()^3^I^$^lTV^S (Mx.«, ^Ifi, 27^, 15K, 1992^) o 
[0 0 0 4] 
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[0 0 0 5] 

^ ;!J7.n-1f?g^^>f^:^«^cJR^■r-5e>bv^3i:}^)^^e.*^^c:^oT^fc (ceii, 9i# 

, 443M, 1997^) o 
[0 0 0 6] 

TV^^M^ifeS*J(3C»(D (Proc. Natl. Acad.Sci. U.S.A., 90#, 7951K, 1993^ 
, Nature, 367#, 368K, 1994^, Proc. Natl. Acad.Sci. U.S.A., 89^, 1124 

9H, 1992^) . ^^f^:^f!I^?!J>^>'^°--e^(^l®«Mti^Bal^^>'^«>^^^-M^^^ 



miiE4f ^ 11-3017503 




10-16211 8f 
[0 0 0 7] 

#=ifi, 27#, 172H, 1992^) , $ b{C±ia®?S14m*IS|« S6?fT'S^® 

TV^^ (Mx«. ^tt, 27^, 15M, 1992% 26#, 62K, 1991% 25^, 596 
H, 1990% Trans Proc, 17#, 1454K, 1985^) „ Lti'L't<DU^^Wt'J^!^^f 

[0 0 0 8] 

j& ^ e> CD ?^ -e ^ © T h - s:/ 7. 0ftj|a^5^ ^ ^ b T ^JB-fb L T V ^ s 
TbHi i: ^ if T ^ 'J , E^UBflS O r ^ h - ^ 5: flif J-r ^ <fc-^% ^ ^ $ & v ^ 

[0 0 0 9] 

DE 3835842) , m^m^tLXO^^mt^^^-V^^fS^. Ztl^(Dmm^ii^7^\^ 

-t/7.mii^M^^tztiZ'D\^x\t-mm^-b'^^jt^\ 

[0 0 10] 

:^mmoumt. r^v-t/y^iz^^mm^ffi^omni^Mizm^x^^^m^ 
(D'^Bom^omno^^is^v^mmmtbxm'^^n^^ 7^h-i^:^^mi 
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[0 0 1 1 ] 
[0 0 12] 



[0 0 13] 

, R^, R^ii-eti-?:n>r>F-;i/iS±(Z)fims2:^L, u^&omjkxfum&^m ( 

^> K- ;i'^©'a*##T' 2,4,5, 6&§V>li7fi:) ^e>tJ^lCg^S(Z)®^td:-?-n-^ 



[^1:2] 




9 



miiE4t¥ 1 1-3017503 




j^5jl 10-16211 81 




;l/*fctt7'J-;^;^;^3^^-;l/«, Mm*^^b•cv^T^;J:v^7;^=3^^/;^»^ li 

mS^^tTV>T=fe;<fcVA7y-;i/^^i^«> Sgla5:^bTV^T*i:V^7;l/^;I/ 
SSlS$:^l/TV^T%J:V^7^ ^fctt>'ND^>M^ ^^^^^ 

(spinal muscular artophy, SUA) , (ALS) . A-^^V 

jis^ifiL-ffivi^^m, v>{)\7.'^m^^ mxi^^'^^r^^±>^^ 

M t <g> 3 J; S ^1 ^(D5t=fT t Xt^mM. 7 ;i/ =i - ;i/'Sfff iJI % L < « ^ 

^m^z^xzi.h%^<j^ms(^'^'^t.fz.\mmm^ ^.n^.w^^^'m (ai 
4:#ffii5^«?Bi6i!ii (TEN), ^j^m^'mMf^^id^m.'^mm^'^'^ 



1 0 



m$E#¥ 11-3017503 
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mskmzM-t^. mmjE^nm-t ^ :r. t iz^^m^<Dmn(Dj^mt.r^itmmm. 
n^^Miinst^^ifcD'^mmm^mzM-t^^ ^m&^mm<DyB^nmt^zti 
iz ^^^v^<Dmn<D^m^r^itmmm. ^y:^vy^^ii.mmmizM-t^. mm 
jE^mmt^zinz^^'m^(Dm^y(D'?mtt^itmmm. •:^v:tymizM-t^. 
^mmm-^^nm-t^:iinz^^mv^(Dmn(Dj^mtt^\tmmm. mm. mmt. 

m. mMi5^xfmm<DU^m. ^^j^^mzt^i^mmmmz^ um<t^m(D^^-riz 

[0 0 14] 

mm<Dmm(Dmm^ 

^^^mizmSlf:^^^ Jl-Tly^ ^ \^mmmt. rp|g$tlTVAS;{)> (CALBIO 
CHEM^t, LC Laboratory?!^), ^t^it-i^^CD:^^ (mx.lt Tetrahedron, 44#, 

2887M, 1988^, J. Biol. Chem. , 266^, 15771M, 1991^, J. Med. Chem, , 
35^, 177K, 994H, 1992^, J. Med. Chem., 36^, 2lM, 1993^) % L < 
m^(D:^miZj:V^^-t^Zt-fy^X'^^o 

[0 0 15] 

y:/^;i/S, s-:/5^;i/^, t->r5=-;i/», ■Yv^>^;i/tt. %iir^y 

-^^api/;!^^, it^^)\^^. / t^s>;vS, i/^u-:f 



ffiiE#^ 11-3017503 




^ S^^l 0-162118' 

[0 0 16] 

mtit. w.mv<. Mv<^^-fnv^^<. m^immm2-^so(D7)\y^ 

2-/<>T->-l-^^^S' S-'Ox^-l-^^'^a^ l-/\^ir>-l-f ;vs> 

2-^^±y-i-^)^S^ 3-^^-fe>-i-<;vS^ 2-i/^'D'\^-fe~;^S> 2 
-s/^D/^>5^-;i/*> 8-'\^^T'■fe>-l-f;^S^ 8,1 1-'^:^^ 7^:^^^'^ > 

-l->f;i/£> 8,1 1,14 -/\:/^x:j!jhUX>- l->f;i/«, 4,7,10,13- 
y^^^^l.^X^'-l-'Y^S, 9-;r^'^xiZ>-l-^;^S, 9 ,1 2-:t;57i5f 

7^^^:;x>-i->f;vS, 9 , 1 2 , 1 5-;!i-i'^x:^ M)x>-i->f;i/S> 6,9, 

1 2-:r^^x* hUx>-l->f;i/S, 5,8,1 1 ,1 4->rn-^?■x^5x>-l- 
>f;^S. 5,8,1 1,14,1 7->f=I-l^/<>^X>-l-^;l/», 4,7,10,13 

1 6 , 1 9-K3-9-^^iJ-x>-i->f rjiEi)^M^t\'^o 

[0017] 

mm^^ ^m^^ M^^^tnr-%^<. m^immm2~zo(D7n^^ 

y<>^>-i-f;i/«> 3-^y^y-i-^)\^M^ i-:^i;^y-i-^)i^M. 8-^ 

-/ ^ ^ > - 1 - >f ;i, S if ;?)^ ^ (f n S o 
[0 0 18] 

tfl/x;i/«, tf7xx;i/S. 4-i^Ui>>», 2-1^ u tfu^s;^- 
\f^V-)im. l^U^'xi;;!/^, if/<7i;^'x;i/», fcf^V^U;i/S, >f^^* 
^xij;!/*. eau^i/S, ^f^FU;!/*, 7 U;v«^£i:**^^if 

o 

[0 0 19] 



1 2 
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r^u^j\ym. ^uhj-(jvm. ^y^j^jvm. -n^j^f 

[0 0 2 0] 

m^-lt:^ h^iyitjJl:ii^~)vm. 3ih^iyiJJV:^—)vm. 'fu}^}lyt^i/itjj]/7i^— 
[0 0 2 1] 

m^. mm. ^mm<Dmmm. fe-g>v^tt^#i^v>-rtiT'%^<. m^it:^ 

[0 0 2 2] 



miiE#5p 11-301 



#^ 10-16211 81 



o 

[0 0 2 3] 

{cfei:t-57;b^;i/%t<ii7U-;i/;^;i/^N-;i/»tt, itii^^, ;S 

[0 0 2 4] 

jcfejt<5, 7;i/ii^s^;i/«%t<«7';-;i/7f-drS/att. iftii^^^ r^-n^ 

Iit2~3 O0[)7;i/3^f $/;i/S=l;l/<ti7U-;i/:t^r2^S, b^S/S 
[0 0 2 5] 

[0 0 2 6] 



KiiE#¥ 11-3017503 




[0 0 2 7] 
[0 0 2 8] 

±SBr;i/^>'v»^ T;i/'^r-;i/S. t;!'^:^;!/*. tu-;i/S. ts>;i/«, t;i/ 
hxit. M;t«T;i/^>'i/». T;i/>!r-;i/», T;i'=ar^;i/S, T'J-;i/S> ts/;i/ 

[0 0 2 9] 



1 5 
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e^^^ 10-16211 8( 

mm^^ vywt^. irx>®m> m^m^. u>m ^^)^m^. 
-^uym^^ y-^m^^ :n;\^m^^ t^:i^m^ 77.n)v\:fymm.^mi-f^ 

[0 0 3 0] 
[0 0 3 1] 

mi^o)mm\t. ^ottmm. mnmr:^\m^(DmmtLxm 

1/ > y U n - if<D^m^^^ li ^ ^ r U >^:^J ;!/ -i^ a % b < t- 
r u ym-^^'^ >y^2^^(Dmssm^^ mx.ii7.r-r u ;i/T>n/=i u < 
>:;;i/T;i/n-;i/#©T;i/3-;i/S> M;t«^^>'^'fe^i^a-^^ x^;i/^;i/n-;^ 

[0 0 3 2] 
[0 0 3 3] 

Mmi^ m^if^:^ymM^:^ymi-hv^2^m<Dyi^mm) . mmmm^ 



fflSE#¥ 11-3017503 
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[0 0 3 4] 
[0 0 3 5] 

:^v:^^uytjt}£co^mmKmmLrv'-':fmt-t^o 

[0 0 3 6] 
[0 0 3 7] 

1 Hl&i—ioooing . Mtv<it5^boomgx$)V. 1 mtSi^^LB^miziDvyx^-^ir 

[0 0 3 8] 
[0 0 3 9] 
[0 0 4 0] 

sti-sMJiSi: LT«-r^T©M (lES'&^sM. ^jE^ti^r^mitmm. mt 



1 7 
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[0 04 1] 

^tj^mm^^mmizM^m^ t < trff^sne) sm^«t 

n^fji HT*^#t -5 ^ i: % T' t a o 
[0 04 2] 

[0 0 4 3] 

nX>}<U> J. cell Biol. 133#, 1053K, 1996^) ^©flfi©#®«HSS 

[0 044] 

t; ® ^ V ^ r li V ^ e» * % ^ V ^ „ 
[0 0 4 5] 

[0 0 4 6] 



ffi|iE#¥ 11-30 
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mju 1 
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\/2 v/3 w4 V — 

,Y = Y,Y =U, A = vJ, 




R 


= r* = n = M = M 


ital3!I 2 


: Y 


, Y = Y^, Y = U, A = IVJ\Jn, 
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=jH =H =:H = n 


1 c olSl 3 


: Y 


.Y = Y,Y =U, A = iNrl, 




R 


= H = H = M = n 


iCaW 4 


: Y 


.Y = Y,Y =U, A = NOrl3, 




H 


r>2 o3 d4 11 
= rv = n = H = ri 


It a 5 


: Y 


\/2 _ v/3 w4 /-\ Y M^UI Ol-J r^UI 




R 


1 o2 d3 _ d4 _ 11 


italS 6 


: Y 


, Y = U, Y , Y = UM, n, A = Non3, 




R 


d2 o3 cj4 11 

= R=R = R = n 


ito^ 7 


: Y 


v/2 v/3 v/4 Y kii—i 
, Y = Y , Y^ = U. A = NH, 




R 


\ KlU d2 ^ d4 _ LJ 

= (wri2)3Nn2. H = K = H = n 




- T 


, Y = T , T = VJ, A = iNn, 




r' 

n 


' - fr;H«uw^r;H«>« — - R"* — H 




: Y^ 


. = y'. r* = o, X = NCH3. 






' = (CHalaNHg, = r3 = R* = H 


<b^!B!n 0 


: Y^ 


. Y^ = Y^. Y* = 0. X = NCH3. 




R 


= {CHzjaNHCOCHa, R^ = R^.r: R"* = J 




: Y^ 


. Y^ = Y^, Y* = 0. X = NCH3, 






' = (CH2)3NHCOPh, r2 = r3 = R* = H 


{b^^oi 2 


: Y^ 


. Y^ = Y^ Y* = 0. X = NCH3. 






' = COO'Bu. r2 = r3 = R^ = H 


■fb^iKn 3 


: Y^ 


. Y^ = Y^, y = 0. X = NCH3, 




R^ 


' = R^ = COO*Bu. R=* = R"* = H 




: Y^ 


. Y^ = y'. Y* = 0, X = NCH3. 
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' =r2 = r3 = H. R'* = 5-CI 


{b^l^ii 5 


: Y^ 


, Y^ = Y^ Y* =0, X = NCH3. 




R" 


' =r2 = H. R^ = R'' = 7-CH3 


^b^^l*i 6 


: Y^ 


, Y^ = Y^. Y* = 0, X = NH. 




r' 


' = {CH2)3NH2. = CH3, R^* = R"* = H 
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[ft 4] 






[0 0 4 8] 
[0 04 9] 

2 0 miiE#¥ 1 1 - 3 0 1 7 5 0 3 I 
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XmM.-t^o Z.(D^it(D-^U±7sit^Ani(D:^^ (Endocrinology, 136#, 3470K 
, 1995^) iZ'^\,\ &,-f(D in vitro (DmmZ^'=>Xnm't^ Zttt^B^^. $ 

e):/^lP:^lii(§MMSg (Porcine Ovarian Granulosa Cells, POGC) 

^m^?BSiznmmi^nx:^mMm-t^mw^sm< vib^:^Lmm^m^ir^. 

tJC^tLXm^nt^POGC^^m (10%^4^jfii?f $:-^tfDMEM) T'UML, $e»lC 

t:^mm.}^m^t*j^^. 2 4:'nmm^mm9'>( ^^zy=tiz^<o ^mizm^ (371c 

, 5% COg) 2 Hl^COg-f >=^^^-:?-"e^«L/^CDt>, #3^MllgS:|^<^lC;^ 
:«&S:3SilL, m}6^i^:/zii/7;i/X> h (0.7-2 x 10^ M/well) IC;&S^T' 

;5^V^FSHi:LH$:^l^DL:t^% (5 yug/mL 40 ng/mL 7\>f Fn 

4 mg/mL ^^7 i/jfil^fT > (BSA) , 100 nM T> KD 
> feJ:t;JlOO ng/mL FSH, 10 ng/mL LH Sr-^tf) X^^lZS HT^^^b, $^IC 

(j:iB^iiii:;ffi^) ^m^xmmi:mi^^timmitmm^mmmfj'^±]^m 
^ mmizm^tL. :^^;v=^ym^m^^miti.x%±iz^^t'^mizmy-t^. z.<d^ 

h^^jU^tCMTT (3-(4,5-dimethylthiazol-2-yl)-2,5-diphen 
yltetrazolium bromide) ^li^tC J: oT^^^tlfeo "tfz.^ Zl ©IHJBSJE^'TjK h - 

[0 0 5 0] 
M^M2 
[0 0 5 1] 



2 1 
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X^^^^e^'^Fgtt (PGFgtt) (50 ytig/mU^rJO^Si:, 1 6 ^^f^Oli^^T^iB 

[0 0 5 2] 
[0 0 5 3] 

U>, 40 ng/mL A>f Fn3;i/^V^>, 4 mg/mL BSA, 100 nM 7y\^U7.'ryP 

[0 0 5 4] 
[0 0 5 5] 

f^ltMlillSI^fClil^feJ^tJ^ FSHilLH $:^t/«:% (5 Mg/n> 
L h9>7.7xy>, 40 ng/mL ;N>r KO y> , 4 mg/mL BSA, 100 nM 7 

>FD7.X>i^'^> fcj:t>*100 ng/mL FSH, 10 ng/mL LH ^^ti) X^^^cBVf 

rz.%-^iz^ithr^mmiz>^^^uxrsvy (3nM) ^m^^t. 4 4^r^^©ii 



2 2 
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is fin) ^M^> ^-vmrn^mi-^^tmrnjE-^mm-^ti. esmm^cDm 

[0 0 5 6] 

u^m 5 

[0 0 5 7] 

^mms tmm^^:&^X'mmhr^^^it?oGCiz^ mmityi^m cioo a^m) 
# tujct^j^fb^#8 (3am) s:*n;i, m^n^xmm^mn ^ 2 4mm^<Dm 

[0 0 5 8] 

^mm 6 

[0 0 5 9] 

P (- hn >'';Vi/ F-:^ h U '^'A, Na2[Fe(CN)5N0] , 0.5 mM) ^M^^HQ^^^ 

(Dmmxitir^x<Dmmt)^r:^h-t/:^iz^Wi^^JiMm^i\:-kmVXjemir^W^ 

[0 0 6 0] 
[^1] 



(aM) 



10 



it^m 1 2 
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1 R 


4y^Sk 1 3 


5 




c 
0 




3 




5 




0 3 




Q 

o 


4y^S^ 1 6 


1 




r 

D 


>fk-^SSa 1 7 


1 




3 


1U R J- O 


3 




0,7 




1 

X 




0.7 


^b^tl2 0 
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*sNP«'^3o^F^t4!i^, **iii8^r^"ew^. 

[0 0 6 1] 
[0 0 6 2] 

2^>yy (olomoucine, CALBlOCHEM^ti: U EA) (Dr^-h-tyy^mim^m^t:^ 

[0 0 6 3] 
[0 0 6 4] 

umz mmrjtmx'^mLt=.^^imGCK. (30/.g/mL) 

z(Dmmiz\d') )\^^y^Mmz.nmt^<^4. (io^m) t.hit 

^M-^tflS (10;aM) ^|^ff-e^«&Mtt§^m5B*WJ$ti, 
[0 0 6 5] 
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[0 0 6 6] 

'7^:^m'^mmmizsuo<DmM.t:7.^u4 ^Vz^l-v ^-yy ^ ^ — 1 (SF-1/ 

Ad4BP) ®cDNAl:^§^$i±T4 B 2 i:V^^«:^$:^5:^bfec :i®mtt^n7^ 

■^tfDMEMlC3:cmU SNP (0.5 mM) $:^|D;iSi:, 1 6 ^r^=i:Or>Mlg-eiit-^T® 

^mt^mS^ 4, 7, 10, 14, t felt 15 (#>^10/iM) ^M^. 24^ 

[0 0 6 7] 
MM 9 
[0 0 6 8] 

^j^(D:^^ (A Dissection and Tissue Culture Manual of the Nervous Syst 
em, 211H, 1989^, Alan R. Liss, Inc.) tCt^^o T 7 h (D/J^fli J: /h 

% ^S^l^Skm^^tJdmmm (25 mM KCl, 2 mM glutamine^r^tf) ^nUWL 
, 3i<U U ^:^'>T'n- h Dty Mc*^, ^^{c«ev^4 S^WCOg-f >=?r^^ 
-^-•e^*L, h$/>-l-iS-D(+)-r9l^y :7^y' K (Ara-C) (IOaM) ^ 

IKSMJiSic, ii^'ft::?K^ (300 /zM) ^iD;t-5i:, le^r^^cDli^-efi-r^T 
mMmlzU.m.'it^m 8 (10 /tM) tfctii^i^-fb'&J^g (lOAtM) %L<{iM>ft;-^ 

%io (lo^M) ^MK-tcim^izit. m\^< 1 emmWiCDmmx'^n'etimQ 0 

%, 9 0%, 7 0%(Dmmi)^^^LX\^t=.o 
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0-16211 8< 
[0 0 6 9] 

n^m 1 0 

[0 0 7 0] 

U;i/lf> (100/ig/mL) m5E?:i3^tri:A^3^#M1^^lcJ:U 

e^^itftc^M^^i 0 (iomm) ^m-^^^tm\:'i&^m^<Dmmx^ 

. j|i!j8 0%®m7^)'^4#L/TV^fec 
[0 0 7 1] 

^ISIM 1 1 

[0 0 7 2] 

t (2 mL) ^^MM (1000 rpm, 5 min) b, ^jfil^$:-^trtfc^5:DME 

M^^T' 3 (15 mL) {CSM (^5x10^ M/mL) Lfco 3 

(D^mWil 0 /tiL Iri: U105K FCS/DMEM (10 mL) IriDX., 4 8 7^ >^ I/- MC^?i 
bfc (500 /iL/well), -®|!^«^«MICM«^ (300 /iM) $:in;i2 4^ 

iZ^mt^'^ 4 iZQ fin). MM^i^8(10AtM), |^^ft^«^9(20/iM), ^fctt 
M-ffc-^tllO (20y«M) ^*^TIiiaiC2 4«FramiC^§gbfc^r5. 5E^T' 
(BtVMf-Xh^i:«bfc) M«®SI^li^tl^tl2 0%, 2 0%, 1 

0 % , 10 % i:jim^b*^#Mici:b^T;^^ < M'>^ bfeo 

[0 0 7 3] 

1 2 
[0 0 7 4] 

^A^(Dtm mmmmo^mt^m. mi^w^. 59S) iz'^^x^^ 
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z.(DW^m^mmizmn^m.miihxm^n^sii? (0.5 mM) ^M^^ti2 

cfJlC, SNP5:ilDX'2>ltflC^J^-ft:-^#l4 (5AiM) tt^ltUmt^!^ 8 (2.5 fiK) S:iD 
[0 0 7 5] 

u^m 1 3 

[0 0 7 6] 

o :L(D^^izvxm^ntcmm<Dm<Dmm immmizmm^mmizitmx\^^rjt\^ 

_ ) izmm^mmUhX^^n^Sa? (0.5 mM) ?:5n^-5>i:i 2^^^(7)m§^-e=fe 

•t^x(Dmmt)^r^h-zy::^iz!i^mm^jimmm\:-k^Lx^m-t^m-^'^dft^mw 
miz^vmm^nr^. •^:r.x:$imm^(Dmm^iz. s}i?^M:pi^mizumit^m 

4 (5/tM) ^3t(t^lg^<t:-^%8 (2.5 /iM) $:*D^, t<Dm^. 
[0 0 7 7] 

^fe, je^±0D|^i^M-e^ML/^>fb-^i^3, 4, 7, 8, 16. 17, 18, 1 

9, 21, 2 2\zmvxitwmsh^m^\ it^i^i. 2, 1 2itmmLrc^^(D 

:&^lCt^!oT-^^L/fco *^^b-&%5, 6, 9, 10, 11, 13, 14, 15 

, 2 0(D^mzmi^xit&.r(Dm^miz^-to 
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[0 0 7 8] 

##M1 
[0 0 7 9] 
[ft 5] 

(CH2)2CH3 




[0 0 8 0] 

(Tetrahedron, 44#, 2887K, 1988^) tC J: y ^^tfcft-^tH 
(46 mg, 0.14 mmol) SrDMF (8 mL) i:7K (8 mL) {C^*^ b J^^?^lCn-yci ;i/7 
^> (0.06 «L, 0.6 mmol) ^jM^^ lOOX) (CTl^ra^#bfcc ^ffia^JCJ:*; 

B^mx5^>n/ : n-/\^-!?->=l:3) lC<};oTS»^bT. ft-^iJ5 (45 mg, 87%) 
mp 116-119 X: 

h NMR (CD3OD) 6 0.97 (t, J=7.6 Hz, 3H) , 1.71 (tq, J=7.6, 7.6 Hz, 2H) , 
3.61 (t, J=7.6 Hz, 2H), 6.58 (m, 2H) , 6.77 (m, 2H) , 6.95 (m, 2H) , 7.23 
(m, 2H), 7.65 (s, 2H). 

IR (KBr) 3380, 1680, 1530, 1400, 1240, 740 cm"^ 

MS m/z 369 (M"^) 
[0 0 8 1] 

[0 0 8 2] 



2 8 
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[0 0 8 3] 

^^(D:^^ (Tetrahedron, 44^, 2887K, 1988^) K^V^^Ltz.it^^4. 
# (163 mg, 0.477 mmol) SrTHF (10 mL) lC^:fe^ L^^MJC^^K^-fb U ^ ^5 AT;1/ ^ 
— ^2^ (27 ng, 0.72 mmol) ^iDx., ^MlCT29^r^li# L feo Mf5?glC7K (8 
mL) Srinx., 2N m^7fc^?KlCJ: UpH2i: L^o Mffi^^l- J: U THFSrM* ^ 

;i/ : n-/\^-9->=l:2~5:l) IC J: o TJ^IS UT, f fc-^i^ 6 (87 mg, 53%) 
mp >280X: 

NMR (CD3OD) 6 3.12 (s, 3H) , 5.93 (s, IH) , 6.6-6.7 (m, 2H) , 6.9-7.4 ( 
^ m, 8H). 

IR (KBr) 3400, 1660, 1540, 1410, 1240, 1090, 1050, 740 cm"^ 
MS m/z 343 (M"^) 
[0 0 84] 

[0 0 8 5] 
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# [0 0 8 6] 

7i^mit±hV^2^ (60~72%«, 144 mg) ^^y^yX'^W^MF (0.8 mL) 
(C^aiL> -ex^i^^®^^ (Tetrahedron, 44^, 2887K, 1988^) IZU^X 
^^Ltcit^!^4: (409 mg, 1.2 mmol) ®DMF^?|| (3 mL) ^M^. ^UX4: 5 
^mMWbtz. -15. Z-^ UU^U}£)17 ^y^W§L (159 mg, 1.2 mmol) 
y^y b tzTi^mit-^ hV^h. (60~72%?fttt , 48 mg) ©M^tl 0 t: Tr-D 

MF (2.0 mL) ^M^^^mmw^Muiz^uLxmuv. ±m^it^m4:(D^h 

^mtfco ;!KM^i$^^cig'fb7^5^1/>T^3IlI^i^i}b, #&ti/t«M5:-^*)-ti:«l 

^{^nvh^*^7>f- (ifeft^i^l/^ : -r V>^Dlf;br^>=20:l) {Cj;or^tg 
tT, -fb-^i^g (296 mg, 55%) ^^^^Mi^^tLXnttL^ 
mp 137-140t; 

NMR (DMSO-dg) 5 1.81 (tt, J=6. 7,6.7 Hz, 2H) , 3.05 (s, 3H) , 3.1-3.5 ( 
m, 2H), 4.09 (brs, 2H) , 4.30 (t, J=6.7 Hz, 2H), 6.60 (t, J=7.5 Hz, IH) , 
6.67 (t, J=7.7 Hz, IH), 6.74 (d, J=8.0 Hz, IH), 6.85 (d, J=8.0 Hz, IH) , 
6.97 (t, J=7.5 Hz, IH), 7.03 (t, J=7.7 Hz, IH) , 7.37 (d, J=8.2 Hz, IH) , 
7.49 (d, J=8.2 Hz, IH) , 7.76 (s, IH) , 7.79 (s, IH) , 11.70 (brs, IH). 
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m 



IR (KBr) 3350, 2910, 1750, 1680, 1530, 1430, 1380, 740 cm 
MS m/z 398 (M"^) 
[0 0 8 7] 

[0 0 8 8] 
[ffcS] 



[0 0 8 9] 

it-^^d (4.0 mg, 0.01 mmol) <D^it:f^^ l^^^W. (300 /iL) IChUx^;!/ 
(7 mL, 0.05 mmol) J^Zf^^Ti^^WWi (1.1 /*L) ^M^^ ^^lE'l O^m 

Vb^^y-f- (J^^b^^l/>:Mx5^;i/ = l:l-l:2) 
it^^l 0 (3.2 mg, 72%) S:Btl5^fe@#^^ bT^T^c 
mp 86-89 "C 

NMR (CDCI3) 6 1.86 (s, 3H) , 2.05 (tt, J=6.7, 6.7 Hz, 2H) , 3.14 (dt, 
J=6.7, 6.7 Hz, 2H), 3.19 (s, 3H) , 4.19 (t, J=6.7 Hz, 2H) , 5.40 (brt, J=6 
.7 Hz, IH), 6.7-6.8 (m, 2H) , 6.99 (d, J=8.1 Hz, IH) , 7.0-7.1 (m, 3H) , 7. 
28 (d, J=8.3 Hz, IH), 7.35 (d, J=8.2 Hz, IH) , 7.61 (s, IH) , 7.77 (d, J=2 
.7 Hz, IH) , 8.68 (brs, IH) . 

IR (KBr) 3370, 1690, 1530, 1430, 1380, 740 cm"^ 
MS m/z 440 (M"^) 




CH3 



CH3 
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[0 0 9 0] 

[0 0 9 1] 
[ft 9] 




[0 0 9 2] 

ft-&^9 (18. mg, 0.045 mmol) ©M;^ 5^ (1 mL) KlfVt^y (18 

AtL, 0.23 mmol) Mmt'O^^)^^ (5.2 ^L, 0.045 mmol) ^M^. ^Ul^ 
2IS»Lfcc tfUe;> (18 fil, 0.23 mmol) RX:^&jt^y )/ ^ )l (2.0 ^L, 
0.017 mmol) e>(cS?aT' 1 ^M#Lfco MMtC||fnMW:?KI:iDx.T 

= 1:1) T'fflSgt-§¥JCj:y. ft-^J^l 1 (17.0 mg, 75X) ^m^^mi^tbX 
mp 130-133 X: 

h NMR (CDCI3) d 2.14 (tt, J=6.6, 6.6 Hz, 2H) , 3.18 (s, 3H), 3.32 (dt, J 
=6.6, 6.6 Hz, 2H), 4.21 (t, J=6.6 Hz, 2H) , 6.10 (brt, J=6.6 Hz, IH), 6.7 
-7.8 (m, 15H), 8.71 (brs, IH). 

IR (KBr) 3350, 1750, 1680, 1530, 1420, 1380, 730 cm"^ 
MS m/z 502 (M"^) 
[0 0 9 3] 

mm 6 



3 2 
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[0 0 9 4] 
[-fb 1 0 ] 




CH3 



CH3 



[0 0 9 5] 

^b-^#4 (82 mg, 0.24 mmol) $:THF (5 mL) 4 "C iZXV 

-tert-yr5^;i/e;^'5!7-3fN^- h(52 mg, 0.24 mmol) ^iy JVT ^ J \^ y (1 
.5 mg, 0.012 mmol) S&IC4 iCTmr^, ^?aT' — b ^ 

n-^:35.-ij->=l:10~l:l) j:oT5»igbT, it^miS (62 mg, 48%) 
mp 110-113 "C 

NMR (CDCI3) 6 1.68 (s, 18H) , 3.22 (s, 3H) , 6.8-7.0 (m, 4H) , 7.16 (m, 

2H), 8.1-8.2 (m, 2H) , 8.13 (s, 2H) . 

IR (KBr) 2960, 1730, 1550, 1440, 1350, 1240, 1140, 1060, 850, 730 cm"^ 
MS m/2 541 (M"^) 
[0 0 9 6] 

[0 0 9 7] 



3 3 
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[0 0 9 8] 

# 5-^nn^>K-;i/ (122 mg, O.8O5 mmol) $:h;i/X> (3 mL) IzmiJ^htz.^ 

WLIZ. 40 JCT0.96 mitJ:.^)V9'if:^t/^JA (0.84 mL, 0.81 mmol) 
. 40 "C lCT45:$)'Ka#bfec BI^iE^^^©^^ (Tetrahedron, 44#, 2887 

K, 1988^) ict^^oT-^^b]t2-:/D^-3-(iH->f > K-;i/-3— f;i/)-N-^^;i/v 

b>f >-<5 K (70.1 mg, 0.229 mmol) |:b;i/X> (9 mL) K^ti^Lt^mWi^M 
X., Mji?SST2^ra^#L/fcc 7K?^T RltmK20%<^Ajmyi^mm (0.5 mL) 

^i/Vit}^;ii0^i^^U^hif^y>(- (Mx^;i/ : n-^dr-9->=l:5'-l:l) 
^ iZ^^Xmmb. it^mi4 (89 mg, quant) LT#fec 
mp 114-117 X: 

NMR (CDCI3) 6 3.20 (s, 3H), 6.6-7.4 (m, 7H), 7.76 (m, IH), 7.86 (m, 
IH), 8.50 (brs, IH) , 8.60 (brs, IH) . 
IR (KBr) 3350, 1680, 1530, 1440, 1370, 730 cm"^ 
MS m/z 375 (M"^) 
[0 0 9 9] 

[0 10 0] 



3 4 
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iitl 2] 



CH3 




Br Br 




CH3 




CH3 " " CH3 



[0101] 

7-:^^Jh^y]^-)iy (162 mg, 1.23 mmol) (4 mL) ^C^A^L^^ 

?glC, 40 r ICTO.96 mitX-^JV-^^^i^^^ (1.28 mL, 1.23 mmol) 

. 40 -c izxAb^mmwi^r^. 5i^^^2,3-s>'>^D^-N-;t5^;i/'7i/-r>-r^ k 

(70.4 mg, 0.276 mmol) (9 mL) izmtf^Vt^^Wi^l^^^ Mf^MW.T 

2^ra^^bfeo 7i^'^rRj^miz2o%<^/vmyi^mm. (0.5 mD ^tm^T^^bT^c 

j^^U'^h'if'^y^- (i^^a:^;i/ : n-^:?r-!^>=l:5-'l:l) JCi;oT5KSSb, 
^t-^tJl 5 (99 mg, 97%) -k^^mi^-tVXmtt^o 
mp >300 t: 

h NMR (CDCI3) 6 2.48 (s, 6H) , 3.21 (s, 3H) , 6.6-7.0 (m, 6H) , 7.75 (d, 
J=3.0 Hz, 2H), 8.43 (brs, 2H) . 

IR (KBr) 3320, 1680, 1530, 1420, 1370, 1110, 800, 750, 670, 590 cm"! 
MS m/z 369 (M"^) 
[0 10 2] 

[0 10 3] 



3 5 
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[0104] 

(Tetrahedron, 44#, 2887M, 1988^) IC J: V-^^bfc^t:-^#j4 
# (198 mg, 0.580 mmol) SrDMF (10 mL) izm^Lrz-mmziOX/-^^ M^MM (40 

(K^X5^;i/ : n-/\:^ri?->=l:10~2:l) iZ^^-zmmhX. it^mZO (191 «g 
, 96X) ^Z-DOW&WO^U^m (A:B=2.7:1.0) LT#;^„ 
A: NMR (CDCI3) 6 3.28 (s, 3H) , 4.77 (s, 2H) , 6.6-7.4 (m, lOH) , 7.68 
(brs, 2H). 

B: NMR (CDCI3) 6 3.26 (s, 3H) , 4.41 (s, 2H) , 6.6-7.4 (m, lOH) , 8.15 
(brs, 2H). 
^ MS m/2 343 (M"^) 
[0 10 5] 

■fe >f ^ic ^ t; . ^^{c T ^ h - tyT.mn^^^'i: ^ s r L fee 

[0 10 6] 
[|8^0?*m] 



3 6 



ai!£E#¥ 11-3017503 



10 — 16 2118 



hti^jbmmm/ms^^^ ^mmii^^-\s^^^^\>^^. r;i/n-;i/ttfflFi«^^^7>r;i.>^ 
AIDS) , xpm^m&mjemm (ten), ^mmm^mM^^if<^^&^&^^^'^^ 
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mm^] mmm 
mm] 



^^^M^ tt ^7 ^^h-t/7.mmM> ^m. mm. mm. m^^^^m. ^ 



Utl] 




1 
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mm mm A] 
mm mm A} 



000173762 
598023997 

Jt3i]ft:^'gT^±#BX 1 T a 2 7 9 
1#M4 0 3# 



1 :tb:^'gft* 



1 
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m, m A m m ^ m 



^gtJS-t [0001 73762] 

1 . H 1995^ 4^140 



1 
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la, m A m m m m 



[59802399 7] 



1, ^M^MB 1998^ 2H23H 

-ft m «m:^'^rp±#WT 1 T S 2 7 9 - 1 ^b^^Cgft^ 1 ^^^4 0 

^ mm ^ 



2 
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